Two subclones of Swiss mouse cells infected with Moloney murine leukemia virus (M-MuLV) were tested for their response to interferon (IFN). Whereas MMuLV production in the two subclones was inhibited to the same extent, one of, the subclones was significantly more sensitive to IFN when the antiviral effect was measured by replication of encephalomyocarditis (EMC) measuring the anticellular effects: inhibition of (i) cell division, (ii) DNA synthesis, and (iii) ornithine decarboxylase induction. Inhibition of ornithine decarboxylase induction has been shown to be an independent parameter for the anticellular activity of IFN (lla, 12). The results presented here indicated that the anti-MuLV effect of IFN can be dissociated from both its anticellular and antiviral activities.
Two subclones of Swiss mouse cells infected with Moloney murine leukemia virus (M-MuLV) were tested for their response to interferon (IFN). Whereas MMuLV production in the two subclones was inhibited to the same extent, one of, the subclones was significantly more sensitive to IFN when the antiviral effect was measured by replication of encephalomyocarditis (EMC) virus. The same subclone was also more sensitive to the anticellular activities of IFN. Additionally, NIH 3T3 cells infected with M-MuLV were completely resistant to IFN actions when EMC virus replication or the anticellular activities were tested. However, under the same conditions, M-MuLV production was completely inhibited by IFN. These results indicate that IFN may affect cell growth functions and EMC replication through mechanisms different from those by which MuLV production is inhibited.
Interferon (IFN) treatment of cells induces an antiviral state which limits replication of a variety of viruses. The major basis of this antiviral activity for a lytic virus like encephalomyocarditis virus (EMC) or vesicular stomatitis virus appears to be the inhibition of viral protein synthesis (5) . In contrast, the IFN-induced suppression of retroviruses such as murine leukemia virus (MuLV) in chronically infected cells appears to occur at a late stage of virus growth since viral protein synthesis is unaltered, but proper maturation and virus release are inhibited (5) . Apart from its antiviral activity, IFN has been shown to alter cellular parameters, in particular those involved in cell growth (6) . There may be a correlation between this property of IFN, termed the anticellular activity, and the antiviral (EMC, vesicular stomatitis virus) activity since cells which respond to the anticellular activity of IFN also appear to be sensitive to the antilytic virus effect (8) . It is not clear, however, whether similar correlations exist between the IFN-induced inhibition of MuLV production and the anticellular or antilytic virus activities of IFN. One could argue, for instance, that the inhibition of MuLV is mediated through the anticellular effect since production of MuLV has been shown to be affected by the cell cycle (10) and IFN extends both the G1 and S+G2 phases (2, 4, 13) .
In the present study we compared the antiMuLV, anti-EMC virus, and anticellular activities of IFN. Three parameters were used for t Permanent address: Department of Virology, The Hebrew University-Hadassah Medical School, Jerusalem, Israel. measuring the anticellular effects: inhibition of (i) cell division, (ii) DNA synthesis, and (iii) ornithine decarboxylase induction. Inhibition of ornithine decarboxylase induction has been shown to be an independent parameter for the anticellular activity of IFN (lla, 12). The results presented here indicated that the anti-MuLV effect of IFN can be dissociated from both its anticellular and antiviral activities.
The approach used consisted of the following. Swiss 3T3 cells (14) , susceptible to the anticellular and antiviral effects of IFN (2), were infected with Moloney MuLV (M-MuLV) at a multiplicity of 1 Figure  3 demonstrates that IFN, at 1,500 U/ml, inhibited M-MuLV production by over 95%, whereas this high dose had no effect on EMC virus replication. Next The incorporation of[3HJthymidine in quiescent cultures stimulated with serum was measured (12) . After 30 h of incubation, incorporation into acid-precipitable DNA was determined and is expressed as percentages of control cultures which were stimulated in the absence of IFN. Quiescent and serum-stimulated D-8 cultures incorporated 1.6 x 104 and 5 x 105 cpm per culture, respectively, whereas similar values for H-2 were 2 x 103 and 2.7 x 105 cpm per culture, respectively. D-8 (0), H-2 (0). decarboxylase ( Fig. 2b and c) . This is consistent thine decarboxylase induction (lla). Fig. 2a .
b M-MuLV-infected NIH 3T3 cultures were arrested by serum depletion and released by addition of 10% serum, with or without IFN.
[3H]thymidine incorporation into DNA and ornithine decarboxylase activity were assayed as described in Fig. 2a and 
